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Assessment Timepoint 





Base 
-line 


h 2 


h4 


h 6 


h 8 


h24 


Day 
2 


Day 
3 


Day 
4 


Day 
6 


Day 
7 


Day 
8 














40K EDLA 1.25% 
























N = 


13 












VRS 


























Mean 


1.9 


1.3 


1.1 


0.8 


0.8 


0.3 


0.6 


0.8 


1.1 


1.2 


1.0 


1.4 


(SE) 


.3 


0.2 


0.2 


0.2 


0.3 


0.1 


0.4 


0.5 


0.7 


0.6 


0.6 


0.6 


Median 


2 


1 


* 1 


1 


1 


0 


0 


0 


0 


1 


0 


1 


Range 


1.4 


0.2 


0, 2 ( 


0,2 


0. 3 


0. 1 


0, 5 


0. 6 


0. 8 


0. 7 


0. 7 


0.8 














40K IDLA 1.25% 
























N = 


13 












VRS 


























Mean 


1.9 


1.2 


0.9 


1.0 


1.1 


0.6 


0.8 


1 


1.4 


1.3 


1.1 


1.5 


(SE) 


0.3 


0.2 


0.2 


0.2 


0.3 


0.2 


0.3 


0.3 


0.7 


0.6 


0.7 


0.7 


Median 


2 


1 


1 


1 


1 


1 


1 


1 


1 


1 


0 


1 


Range 


1, 4 


0, 3 


0,2 


0.2 


0. 3 


0. 2 


0. 3 


0.4 


0, 9 


0,8 


0, 8 


0.9 



FIGURE A4 
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Assessment Timepoint (baseline through end of study) 



B , ase 30 Hr Day Day Day Day Day Day Day 

-line min Hr 1 Hr 2 Hr 3 Hr 6 12 1 2 3 4 5 6 7 

40KEDLA2.5V. 
N=6 



Somesthetic Test Results 3 


























Mean 


1.0 


0.8 


0.7 


0.7 


0.8 


0.3 


0.2 


0.3 


0.7 


1.0 


1.0 


1.0 


1.0 


1.0 


(SE) 


(0) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0) 


(0) 


(0) 


(0) 


(0) 


Minimum 


1.0 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 


0.0 


1.0 


1.0 


1.0 


1.0 


1.0 


Maximum 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 


1.0 
















40K IDLA 2.5V. 















N=6 



Somesthetic Test Results 3 

Mean 1 -° 10 °-8 O.fl 0.5 0.5 0.7 0.8 1.0 1.0 1.0 1.0 1.0 1.0 

< SE > <°> (0) (0-2) (0.2) (0.2) (0.2) (0.2) (0.2) (0) (0) (0) (0) (0) (0) 

Minimum 1.0 1.0 0.0 0.0 0.0 0.0 0.0 0.0 1.0 1.0 1.0 1.0 1.0 1.0 

Maximum 1.0 1.0 1,0 1,0 1j0 1t0 1 0 1Q 10 1Q 1Q 1(J 1Q 1Q 

3 Evaluated on a scale of 0-2. with 0 = no feeling; 1 = feels touch/pressure; 2 = feels sharp. — _ 



FIGURE C6 
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FIGURE Dl 



ANESTHESIA 



W ANALGESIA - 



if , ^ ^ 




y ^ ^ h — h 



Subject 1 



i 1 1— 

0 .25 0.5 1 2 3 6 9 12 24 46 72 168 336 

TIME FROM DOSE {Hrs) 



13SEP99 

Cross References. Appendix 16.2.6.3 



LEGEND: Star - - Analgesia/Anesthesia 
Square Concent nation 



0. ANALGESIA - 




Subject 3 



TIME FROM DOSE (Hra) 



13SEP99 

Cross References: Appendix 16 2.6.3 



LEGEND: Star - - Analgesia/Anesthesia 
Square Concentration 



FIGURE D2 



Degree of Analgesia/Anesthesia in Relation to Plasma Bupivacaine Concentrations for Each 
Subject Receiving 2.5% 120K EDLA (N = 3) 




FIGURE D2 (continued) 



Degree of Analgesia/Anesthesia in Relation to Plasma Bupivacaine Concentrations for Each 
Subject Receiving 2.5% 120K EDLA (N = 3) 





FIGURE D3 

Degree of Analgesia/Anesthesia in Relation to Plasma Bupivacaine Concentrations for Each 
Subject Receiving 0.5% AB-D (N = 3) 




FIGURE D3 (continued) 



Degree of Analgesia/Anesthesia in Relation to Plasma Bupivacaine Concentrations for Each 
Subject Receiving 0.5% AB-D (N = 3) 



Area A 



Area B 




0 5 10 15 20 25 30 35 40 45 50 
Days from Injection 



Ar&a C 



AreaC 



-#- Edta 0.312% 


0 


5 


10 15 20 25 30 


35 40 45 


Edla0 625% 










— ^f- Edla L25% 






Days from Injection 




-O- Aq Bup 0.25% 










—A— Aq Bup 0.5% 






Area D 


Area D 



50 




Days from Injection 



Mean Pinprick Score Over Time, by Each Treatment and for Each 
Assessment Area 



Days from Injection 



FIGURE E1 



«=3ttwi Xmn<=1tT >U7tr >2-3tr >3&r *6n 

Tuna ef Q tM cf Analpasa'AnastfMia 



Cumulative Percent of Subjects Demonstrating Onset of 
Analgesia/Anesthesia Within 6 Hours for 1.25% 40K EDLA versus 0.5% 
AB. 



FIGURE Fl 








Duration of Analgesia/Anesthesia in 
40K EDLA/AB 
Study Part 1 


Area C, by Dose 








Treatment Pair 


Treatment Pair 


Treatment Pair 






N=3 


N 


=3 


N=3 






40K EDLA 


AB 


40K EDLA 


AB 


40K EDLA 


AB 




0.625% 


0.5% 


1.25% 


0.5% 


2.5% 


0.5% 


Duration 

Mean 
(SE) 
Range 


1.65 
0-28) 
0.02-4.17 


0.53 
(0.36) 
0.01-1.22 


1.53 
(0.82) 
0.01-2.82 


0.33 
(0.20) 
0.09-0.73 


2.23 
(1.22) 
0.02-4.22 


1.00 
(0.10) 
0.90-1.20 



Mean (SE) and Range of Duration of Analgesia/Anesthesia by Dose for 
40K EDLA versus 0.5% AB 



FIGURE F2 



~ n * ? 8 £ & 

Assessment Timopoint (baseline through and of study] 



Base 
-line 


30 
min 


Hr 1 


Hr2 


Hr3 


Hr6 Hrl2 D ^ y 


Day 
2 b 


Day 
3 b 


Day 
4 b 


Day 
7 b 


Day 
14 b 












1.25% 40K EDLA 






















N=3 












Pinprick Test Results 3 






















Mean 2 


1.33 


2 


1.67 


1.67 


1 0.33 0.67 


1 


1.67 


2 


2 


2 


(SE) (0) 


(0.33) 


(0) 


(0.33) 


(0.33) 


(0) (0.33) (0.33) 


(0) 


(0.33) 


(0) 


(0) 


(0) 


Range 2-2 


1-2 


2-2 


1-2 


1-2 


1-1 0-1 0-1 


1-1 


1-2 


2-2 


2-2 


2-2 













1.25% 40K EDLA 






















N-3 












Pinprick Test Results 3 






















Mean 2 


1.33 


1.33 


1.67 


1.33 


i 1 1.33 


1.67 


2 


2 


2 


2 


(SE) (0) 


(0.33) 


(0.33) 


(0.33) 


(0.33) 


(0) (0.58) (0.33) 


(0.33) 


(0) • 


(0) 


(0) 


(0) 


Range 2-2 


1-2 


1-2 


1-2 


1-2 


1-1 0-2 1-2 


1-2 


2-2 


2-2 


2-2 


2-2 



3 Evaluated on a scale of 0-2, with 0 - no feeling; 1 = feels touch/pressure; 2 = feels sharp 
Afternoon investigator results 



Time Course of Analgesia/Anesthesia in Area C for 1.25% 40K EDLA 
versus 1.25%40KIDLA 



FIGURE F3 



*=30Wn 3CWnor1hr >12r >2-3hf >3«r 

Time erf Orset of Teaperature Perception BJcx* 



^ Cumulative Percent of Subjects Demonstrating Temperature Perception 

fjj Block Within 6 Hours for 1.25% 40K EDLA versus 0.5% AB. 

fij FIGURE F4 

.Iff 




Duration of Temperature Perception Block 
40K EDLA/AB 



Duration (days) 


Treatment Pair 
40K EDLA AB 
0.625% 0.5% 


Treatment Pair 
40K EDLA AB 
1.25% 0.5% 


1 

Treatment Pair 
40K EDLA AB 
2.5% 0.5% 


Mean 

(SE) 
Range 


1.11 
(0.61) 
0.02-2.15 


0.95 
(0.16) 
0.67-1.22 


3.10 
(0.55) 
2.25-4.13 


0.37 
(0-21) 
0.02-0.73 


0.03 
(0.01) 
0.01-0.06 


0.61 
(0.52) 
0.01-1.66 



Mean (SE) and Range of Duration (Days) of Temperature Perception 
Block in Area C for 40K EDLA by Dose. 

FIGURE F5 




Mean 
(SE) 
Range 



Base- 
line 



30 min Hr 1 Hr 2 Hr3 Hr 6 Hr 12 1* 



Day Day Day Day Day 



0 

(0) 
0-0 



2 

(0.58) 
1-3 



(0.58) 
0-2 



1.25% 40K ED LA 
N=3 

Level of Numbness Test Results* 
2.67 4.33 6.33 8 8 
(0.67) (1.45) (1.86) (1.15) (1.15) 
2-4 2-7 4-10 6-10 6-10 



Mean 0 
(SE) (0) 
Range 0-0 



0.67 
(0.33) 
0-1 



3 

(1) 
1-4 



1.25%40KIDLA 
N=3 

Level of Numbness Test Results 3 
3.67 3.33 8.33 6.67 7.33 
(2.03) (1.67) (0.33) (1.86) (2.67) 
0-7 0-5 8-9 3-9 2-10 



6.67 
(1-45) 
4-9 



2 

(2) 
0-6 



3 

(2.52) 
0-8 



3 

(3) 
0-6 



5 

(0) 
5-5 



1 

(0) 
1-1 



0 

(0) 
0-0 



0 

(0) 
0-0 



Dav 



o 

(0) 
0-0 



0 

(0) 
0-0 



Evaluated on a scale of 0-10, with 0 = Not Numb At All, and 10= Totally Numb. 
Afternoon investigator results 



Time Course of Numbness for 1.25% 40K EDLA versus 1.25% 40K IDLA in Area C. 



FIGURE F6 




it Tmopaut (baseline through and of study} 



Base- 
line 



30 



Hrl Hr2 Hr 3 



Hr6 



Day 



Day Day Day Day 



1-25% 40K EDLA 



Von Frey Hair (MTDT) Test Results 

Mean 3.43 3.43 - 3.3 3.71 

(SE) (0.21) (0.31) (0.29) (0.26) 

Range 3.22- 2.83- 2.83- 3.22- 

3.84 3.84 3.84 4.08 



N=3 



3.71 
(0.32) 
3.22- 

4.31 



4.17 
(0.48) 
3.22- 

4.74 



4.85 
(0.11) 
4.74- 
5.07 



4.35 
(0.11) 
4.17- 

4.56 



3.35 
(0.51) 
2.36- 

4.08 



2.79 
(0.43) 
2.36- 

3.22 



3.22 
(0.23) 
2.83- 

3.61 



Day 
14 b 



2 67 
(0.27) 
2.36- 

3.22 



1.25%40KIDJLA 



Von Frey Hair (MTDT) Test Results* 

Mean 2.7 3.3 3.9 3.54 

(SE) (0.52) (0.29) (0.34) (0.52) 

Range 1.65- 2.83- 3.22- 2.83- 

3.22 3.84 4.31 4.56 



N = 3 



3.72 
(0.65) 
2.44- 
4.56 



4.36 
(0.57) 
3.22- 
4.93 



4 04 
(0.8) 
2.44- 
4.93 



3.25 
(0.52) 
2.36- 

4.17 



3.61 
(0) 
3.61- 
3.61 



2.83 
(0) 
2.83- 
2.83 



3.43 
(0.21) 
3.22- 

3.84 



3.35 
(0.13) 
3.22- 

3.61 



Evaluated on a scale of 1.65 to 7 with t.65 being the lowest Von Frey Hair numerical designation and a score of 7 given if the 
^ highest Von Frey Hair numerical designation of 6.65 does not produce any sensation of touch. 



Afternoon investigator results 



Time Course of Von Frey Hair Test Results (MTDT) for 1.25% 40K 
EDLA versus 1 .25% 40K IDLA in Area C. 



FIGURE F7 




Baseline Hr 3 



Hr6 



Day 1 Day 2 Day 3 Day 4 Day 5 



Plasma Bupivacaine Results 

Mean (ng/ml) 0 92.67 

(SE) (0) (46.77) 

Range 0-0 0-150 



Plasma Bupivacaine Results 

Mean (ng/ml) 0 5.95 

(SE) (0) (3.56) 

Range 0-0 0-12.3 



1.25% 40K EDLA 
N = 3 



Day 6 



91.55 
(85.23) 
5.48-262 



45.73 
(16-51) 
13-65.9 



93.8 
(66.43) 



61.27 
(12.33) 



52.85 
(33.45) 



28 2 
(0) 



10.1-225 37.1-77.6 19.4-86.3 28.2-28.2 



1.25% 40K IDLA 
N = 3 



8.9 
(1.95) 



106.03 
(38.18) 



60.23 
(34.06) 



14.8 
(0) 



6.28 
(0) 



6.01-12.6 30.1-151 20.3-128 14.8-14.8 6.28-6.28 



N.D. 
N.D. 
N.D. 



19 

(0) 
19-19 



N.D. 
N.D. 
N.D. 



N.D.- Not Detectable 



Mean Plasma Bupivacaine Concentrations Over Time (1.25% 40K EDLA 
and 1 .25% 40K EDLA, Volume = 3 mL) 



FIGURE F8 
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40K EDLA/AB 




' — ' — — 

<=30 min>30 min <= 1hr >1-2 hr >2-3 hr >3-6 hr >6 hr 
Time of Onset of Analgesia/Anesthesia 



120K EDLA/AB 



100 -r 



(/5 



0) 

> 
E 



90 



80 



70 



60 



50 



40 



30 - 



20 - 



10 - 




— 1.25%120KEDLA 
EI^B 0.5%AqBup 



1 



<=30 mm>30 min <= 1hr >1-2 hr >2-3 hr >3-6 hr 

Time of Onset of Analgesia/Anesthesia 
40K EDLA/AB 



>6 hr 



Cumulative Percent of Subjects Demonstrating Onset of Analgesia/Anesthesia Within 6 
Hours for 1 .25% 40K and 120K EDLA vs AB. 

*Each timepoint represents an accumulation until the highest group vaJue achieved. 



FIGURE G2 




Assessment Timepoint (baseline through end of study) 



Base 
-line 


30 
min 


h 1 


h2 


h 3 


h 6 


h12 £ ay 


Day 
3 


Day 
4 


Day 
5 


Day 
6 


Day 
7 












40KEDLA1.25% 
























N=6 a 












Pinprick Score b 
























Mean 2 


1.8 


1.5 


0.8 


0.4 


0 


0.3 0 


1.0 


1.8 


2.0 


2.0 


2.0 


(SE) (0) 


(0.2) 


(0.3) 


(0.4) 


(0.3) 


(0) 


(0.2) (0) 


(0.3) 


(0.2) 


(0) 


(0) 


(0) 


Range 2, 2 


1,2 


0,2 


0, 2 


0, 2 


0,0 


0, 1 0, 1 


0,2 


1,2 


2,2 


2,2 


2,2 


Pinprick Score b 
Mean 2 
(SE) (0) 
Range 2, 2 


2 

(0) 
2,2 


1.7 
(0.3) 
0,2 


1.7 
(0.3) 
0,2 


1.0 
(0.5) 
0,2 


40K!DLA1.25% 
N=6 

0.7 1.2 2.0 
(0.4) (0.4) (0) 
0,2 0,2 1,2 


2.0 
(0) 
2,2 


2.0 

(Q) 

2,2 


2.0 

(0) 
2,2 


2.0 
(0) 
2, 2 


2.0 
(0) 
2.2 



a EDLA and IDLA blocks were administered bilaterally to 6 subjects who received one treatment in one foot and 
the other treatment in the opposite foot. 

b Evaluated on a scale of 0-2, with 0 = no feeling; 1 = feels touch/pressure; 2 = feels sharp. ' 



Mean (SE) and Range of Pinprick Scores Over Time 
for 1 .25% 40K EDLA vs 1 .25% 40K IDLA 

FIGURE G3 
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Assessment Timepoint (baseline through end of study) 



Base 30 M 
-line mfn 


h2 


h3 


h6 


h12 


Day 
2 b 


Day 
3 b 


Day 
4 b 


Day 
5 b 


Day 
6 b 


Day 
7 b 








40K EDLA1.25% 




















N=6 














Temperature Perception Score 3 






















Mean 1 0.7 0.8 


0.5 


0.2 


0 


0.2 


0.2 


0.7 


1.0 


1.0 


1.0 


1.0 


(SE) (0) (0.2) (0.2) 


(0-2) 


(0.2) 


(0) 


(0.2) 


(0.2) 


(0.2) 


(0) 


(0) 


(0) 


(0) 


Range 1,1 0, 1 0, 1 


0, 1 


0, 1 


0, 0 


0, 1 


0, 1 


0, 1 


1,1 


1, 1 


1,1 


1, 1 








40K1DLA1.25% 




















N=6 














Temperature Perception Score 3 






















Mean 1 1 0.8 


0.8 


0.5 


0.3 


0.7 


0.8 


1.0 


1.0 


1.0 


1.0 


1.0 


(SE) (0) (0) (0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0.2) 


(0) 


(0) 


(0) 


(0) 


(0) 


Range 1,1 1,1 0,1 


0, 1 


0. 1 


0, 1 


0, 1 


0, 1 


1. 1 


1, 1 


1,1 


1, 1 


1, 1 



Evaluated on a scale of 0-1, with 1 = "yes" (a change in temperature was perceived), and 1 = "No" (no change 
in temperature was perceived). b Evening score. 

Mean (SE) Scores of Temperature Perception for 1 .25% 40K EDLA vs 

1.25% 40K IDLA 



FIGURE G5 
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• 40KEDLA 1.25% 
40K IDIA 1 25% 




Assessment Timepoint (baseline through end of study) 



Base 30 
-line min 


hi 


h2 


h3 


h6 


h12 


Day 
2 b 


Day 3 

b 


Day 4 

b 


Day 5 
b 


pay 6 


pay 7 










40K EDLA1.25% 






















N=6 














Level of Numbness Score 3 
























Mean 0 0.8 


3.2 


4.2 


4.7 


7.5 


8.5 


9.0 


4.5 


0.7 


0 


0 


0 


(SE) (0) (0.8) 


(1.6) 


(1-6) 


(1-5) 


(1.4). 


(0.7) 


(0.7) 


(13) 


(0.3) 


(0) 


(0) 


(0) 


Range 0 0, 0.5 


0 t 10 


0, 10 


1, 10 


2, 10 


6, 10 


6, 10 


0.8 


0. 2 


0 


0 


0 










40K IDLA1.25% 






















N=6 














Level of Numbness Score 3 
























Mean 0 0 


1.7 


2.2 


3.8 


4.8 


3.8 


0.5 


0.3 


0 


0 


0 


0 


(SE) (0) (0) 


(1.3) 


(1.6) 


(1.4) 


(1.8) 


(1.8) 


(0.5) 


(0.3) 


(0) 


(0) 


(0) 


(0) 


Range 0 0 


0, 8 


0, 10 


0, 10 


0, 10 


0, 10 


0,3 


0.2 


0 


0 


0 


0 


a Evaluated on a scale of 0-10, with 0 - 


Not Numb At All, and 10= 


Totally Numb. 











Mean (SE) Numbness Scores for 1.25% 40K ED LA vs 1.25% 40K IDLA. 

FIGURE G7 
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FIGURE J-l 

Mic rodialysis Stud y Design 



Part 1: 

1 5 mL 40K EDLA 2 5% (L) 
N=4 



15mL40KEDLA2.5%(R) 
15 mL 40K EDLA 2.5% (L) 
N=4 



15 mLAB 0.5% (R) 
15 mL ABO 5% (L) 
N=4 



Screening Day 1 

Follow-up 
Week 2 
Week 6 

Month 3 

Part 2: Month 6 

- 7 5 mL 40K EDLA 2.5% (R) 

1 5 mL 40K EDLA 2.5% (L) N-6 



1 5 mL 40K EDLA 1 .25% (R) 
1 5 mL 40K EDLA 2.5% (L) 
N=6 



15mLAB0 25%(R) 
1 5 mLAB 0.25% (L) 
N=4 



Screening 



Day 1 



Day 4 



Follow-up 
Week 2 
Week 6 
Month 3 
Month 6 



FIGURE J-2 

Injection and Probe Placement 



B 



FIGURE J-3 
Subject Disposition 



V i i 
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o 



15 mL 
40K EDLA 
2.5% 
(left calf) 
N=4 



Subjects Enrolled 
N=28 



Subjects Randomized 
N-28 



Parti 
Subjects dosed 
N=12 



15 mL 
40K EDLA 

2.5% 
(right caif) 
+ 

15 mL 
40K EDLA 

2.5% 
(left caif) 

N=4 



15 mL AB 

0.5% 
(right calf) 
+ 

15 mL AB 

0.5% 
(left calf) 

N=4 



Part 2 
Subjects dosed 
N=16 



7.5 mL 
40K EDLA 

2.5% 
(right calf) 
+ 

I5mL40K 
EDLA 
2.5% 
(left calf) 

N=6 



15mL40K 
EDLA 
1.25% 

(right calf) 
+ 

15 mL 40K 
EDLA 
2.5% 
(left calf) 

N=6 



15 mL AB 

0.25% 
(right calf) 
+ 

15 ml AB 

0.25% 
(left calf) 

N=4 



Completed Study 
N=28 



